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1InmdrMuct~l

Vaccines Including a whole virus vaccine and vaccines containing portions of the virus
envelope proteins are being developed by Walter Reed Army Institute of Research (WRAIR) to
protect human beings against human Immunodeficiency virus (HIV) infection. LEMSIP has
proposed to test the efficacy and safety of HIV-1 vaccine prototypes using chimpanzees, the only
animal model available, prior to use in uninfected human volunteers. Twelve (12) adult
chimpanzees would be divided into two (2) groups with each group containing four (4) test
animals and two (2) control animals. In the first phase the test animals would be inoculated
with different vaccines provided by WRAIR and the control animals would receive only adjuvant
or placebo. LEMSIP proposed to house, maintain and conduct the inoculation experiments in
chimpanzees and to provide biweekly blood samples for testing by WRAIR. In the second phase
after Immunization, the animals were to be challenged with an HIV-1 strain and monitored
monthly by blood sampling for analyses. In the third and subsequent phases after challenge, the
virus Infected animals were to be used in chemotherapy or immunotherapy experiments
designated by WRAIR and LEMSIP would continue to monitor by providing monthly blood samples
for analyses. LEMSIP has considerable expertise in developing vaccines, e.g., hepatitis A, B, C
(non A- non B) and most recently HIV, in chimpanzees. Based on this experience, the facilities
and the animal care and professional and technical expertise, LEMSIP proposed further
development and testing of the efficacy and safety of HIV vaccines and treatment in chimpanzees
when such vaccines became available.

Scientific Progress for the Report Period of Nov 92-Nov 93 and Nov 91-Nov 93

This contract involves clinical research of vaccine studies on chimpanzees. Twelve
chimpanzees housed in the LEMSIP facility are assigned to this project involving research on
HIV vaccine efficacy. These animals are part of a "dynamic" pool whereby chimpanzees are used
and replaced as needed and they do not represent the specific animals that will eventually be
selected for vaccine study. Since the inception of the contract on 20 Nov 91, the available
animals have not been subjected to any studies by the Department of Defence as outlined in the
contract proposal; hence there is no scientific progress to report regarding HIV vaccine
evaluation.

In December 1992 a site visit was made to LEMSIP by Col. Philip Zack, Contracting
officer, Col. Nathaniel Powell, Animal Use Review Officer, Ms. Tish Nelson, Contracting Officer,
and Dr. Mark Lewis of the Henry M. Jackson Foundation Research Laboratory in Rockville, MD.
The purpose of the meeting was to inspect the facilities and to meet with LEMSIP faculty and
staff prior to initiation of the anticipated studies. Col. Powell Inspected IACUC committee
reports and reviewed AALAC accreditation requirements with LEMSIP. Discussions were held
regarding the options available for taking care of infected animals after the end of the study.
Specific capabilities involving Flow Cytometry, PCR analysis and virus isolation were assessed
to make plans for effecting future investigative research.

During the early part of 1993 plans and schedules were prepared for collecting blood
samples from a random group of chimpanzees, not necessarily those to be used In future vaccine
studies. The specific plan was to collect blood samples from the 12 randomized animals housed
at LEMSIP in Tuxedo, New York, and ship for arrival the same day at Jackson Foundation
Research Laboratories in Rockville, Maryland.



Specific instructions were subsequently received from Col. Philip Zack to initiate the
pilot project to test the shipping and routine blood analysis system. Peripheral blood samples
were to be obtained from twelve chimpanzees of LEMSIP's choice representing various ages and
sexes. Specifics involved:

a) LEMSIP performance of routine CBC with differential, reticulocyte count and platelet
count;

b) A routine clinical chemistry panel was to be performed by Maryland Medical
Laboratories - (Serum was separated from clotted blood immediately after collection to
minimize potential for hemolysis and any effect on blood glucose);

c) Shipment of heparinized whole blood to be made to Dr. Mark Lewis at the Henry M.
Jackson Foundation Research Laboratories in Rockville, Maryland.

Based on this special request for blood from twelve chimpanzees to establish baselines
for future HIV studies, twelve animals of random ages and sexes were selected from our
"dynamic" pool of animals but were not necessarily those held in reserve for eventual vaccine
testing and study.

Samples of blood were collected early in the morning from the twelve anesthetized
chimpanzees housed at LEMSIP in Tuxedo, New York. The samples were then transported
immediately by courier to Newark Airport where they were placed on an air carrier
(Continental) to Baltimore Airport where arrangements for pickup and delivery were made by
Maryland Medical Laboratories. Samples consisting of 2 ml. serum and 2 ml. EDTA blood were
sent to Maryland Medical Laboratories for Clinical Profile #58, and 10 ml. heparinized whole
blood were sent to Dr. Mark Lewis of the H. M. Jackson Research Foundation In Rockville, MD.
All samples arrived in the afternoon of the same day of collection. Results of the blood analyses
by Maryland Medical Laboratories have not been reported to LEMSIP.

Collection of blood samples from the twelve chimpanzees at LEMSIP in Tuxedo NY and
their same day shipment to Rockville, MD was coordinated and effected with ease and efficiency.
This exercise clearly demonstrates the feasibility of using the LEMSIP facilities for -the
anticipated studies on testing the clinical efficacy of HIV vaccines,

PLANS FOR THE NEXT REPORT PERIOD and CONCLUSION

Based on this successful exercise, plans were made for repeating the collection of blood
from twelve different randomized chimpanzees for shipment to the Rockville laboratories.
Since reliable sample delivery was established, we anticipated initiation by Department of
Defence scientists of HIV vaccine inoculation experiments involving the available LEMSIP
chimpanzees. We have subsequently been informed that the contract has expired on 20 Nov 93.
We are ready to reinitiate these studies at any time in the future when the Department of
Defence is ready to evaluate the clinical efficacy of HIV vaccines in chimpanzees.



ZACK SPECIAL REQUEST CHIMPANZEES 28 APRIL 93

ANIMAL Y08 SEX WT ARRIVED RESEARCH EXPOSURE HEPATITIS STATUS
NO-NAME yr k9 Date From Date Study HBV HAV HCV

CH-272 1962 F 41 1976 San~iego Hepatitis B vaccine safety Negative anti-HAVe Negative
ANNE Zoo test

Al breeder

CH-291 1974 M 67 1978 Primate 1979 NANBH putative inoculum Negative
OHISE Found'n 3f

Arizona 1984 Anti-thrombin III for HBV anti-HBs+
removal anti.HBc+

1992 Pharmacokinetics Negative Negative

CH-348 1970 F 51 1981 Private None; Breeder anti-HBs+ anti-HAV+ anti-HCV-
MINKY owner anti.HBc+

CH-381 1972 M 59 1982 U. OKLA. 1984 Plasma product safety test anti-HBs+ anti-HAV- anti-HCV-
ONAN - for HCV & HBV removal antI-HBc+

1985 Booster immunizations for
anti-HBs harvest

1986 125-1. 51-Cr tagged MAb
and immune complexes

1987 Japanese NANBH inoculum
1988 CH-125 NANBH challenge

CH-407 1982 M 58 1982 Born at 1986 Factor IX HBV removal Negative Negative Negative
SPUD LEMSIP 1988 IV Human globulin

1990 Human C04 Immunization

CH.417 1969 M 56 1982 U.TX Rsch Pk 1976 Splenectomy for malaria anti-HBs+ antl-HAV+ antl-HCV-
BOY Bastrop, TX Plasmodium faiciparum anti-HBc+ now

infected and Rxd

1982 Plasma product safety test

for HCV & HBV removal

1985 P.vivax infected & Rx'd

CH-420 1982 F 46 1983 Southwest 1985 Hepatitis 8 vaccine test anti-HBs+
IDA Foundation anti-HBc-

1988 HAV infectivity anti-HAV+

1989 HCV infectivity removal anti-HCV
Positive control. Infected negative

now

CH-424 1982 F 38 1983 Southwest 1985 Hepatitis B vaccine Efficacy anti-HBs+
MIMITOO Foundation anti-HBc+

1988 HAV ISG prophylaxis anti-HAVe

1989 HCV infectivity removal test anti-HCV
Was infected negative

now
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ZACK SPECIAL REQUEST CHIMPANZEES 28 APRIL 93
ANIMAL YOB SEX WT ARRIVED RESEARCH EXPOSURE HEPATITIS STATUS

NO-NAME yr _Ag Dot* From Dote Study HBV HAV HCV
CH-556 1988 F 25 1988 Born at 1992 Rhinovwnus Negative Negative Negative
FEN_ LEMSP

CH-554 1987 F 26 1987 Born at 1990 Hepatitis B Vaccine Efficacy anti-HBs+ Negative Negative
AMANDA LEMSP

CH-560 1988 F 25 1 988 Born at NCNE Negative Negative anti-HCV-
PETRA LEMSP

CH-568 1 9 F 54 1988 Merck ?? HBV and HAV at Merck anti-HBs+ anti-HAV+ anti-HCV±
GINA.M antt-HBc+
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